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L7 ANSWER 1 OF 12 CAPLUS COPYRIGHT 2 0 06 ACS on STN 

TI The influence of formulation components on the aerosolization properties 
of spray-dried powders 

AB Dry powders suitable for inhalation containing p-estradiol, 

leucine as a dispersibility enhancer and lactose as a bulking 
agent were prepared by spray-drying from aqueous ethanol formulations. The 
influence of formulation components on the characteristics of the 
resultant spray-dried powders was examined through the use of a range of 
ethanol concns . (10-50% volume/volume) in the solvent used to prepare the 
initial formulations. Addnl . , the amount of leucine required to 
act as a dispersibility enhancer was investigated by varying the amount of 
leucine added to the formulation prior to spray-drying. Following 
spray-drying, resultant powders were characterized using SEM, laser 
diffraction and tapped d. measurements, and the aerosolization performance 
determined using Twin Stage Impinger and Andersen Cascade Impactor anal . The 
authors demonstrate that selection of appropriate solvent systems and 
leucine concentration allows the preparation of spray-dried powders that 
display enhanced aerosolization properties, and would be predicted to 
exhibit high deposition in the lower regions of the respiratory tract. 
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L7 ANSWER 3 OF 12 CAPLUS COPYRIGHT 2 0 06 ACS on STN 

TI Enhanced Dispersibility and Deposition of Spray-dried Powders for 
Pulmonary Gene Therapy 

AB Spray-drying represents a viable alternative to f reeze-drying for preparing 
dry powder dispersions for delivering macromols. to the lung. The 
dispersibility of spray-dried powders is limited however, and needs to be 
enhanced to improve lung deposition and subsequent biol . activity. In 
this study, we investigate the utility of leucine as a dry 
powder dispersibility enhancer when added prior to spray-drying a model 
non- viral gene therapy formulation (lipid : polycat ion : pDNA, LPD) . 
Freeze-dried lactose-LPD, spray-dried lactose-LPD and spray-dried 
leucine-lactose-LPD powders were prepared SEM showed that 
leucine increased the surface roughness of spray-dried lactose 
particles. Particle size anal, revealed that leucine 
-containing spray-dried powders were unimodally dispersed 
with a mean particle diameter of 3.12 urn. Both gel 
electrophoresis and in vitro cell (A54 9) transfection showed that 
leucine may compromise the integrity and biol. functionality of 
the gene therapy vector. The deposition of the leucine containing 
powder was however significantly enhanced as evidenced by an increase in 
gene expression mediated by dry powder collected at lower stages of a 
multistage liquid impinger (MSLI) . Further studies are required to determine 

the 

potential of leucine as a ubiquitous dispersibility enhancer for 

a variety of pulmonary formulations. 
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TI Inhalable drug delivery particles comprising epinephrine and 
method of uses 

AB The present invention is directed toward particles for delivery of 
epinephrine to the respiratory system and methods for treating a 
patient in need of epinephrine. The particles and respirable 
compns . comprising the particles of the present invention described herein 
comprise the bioactive agent epinephrine, or a salt thereof, as 
a therapeutic agent. The particles are preferably formed by spray drying. 
Preferably, the particles and the respirable compns. are substantially dry 
and are substantially free of propellants. In a preferred embodiment, the 
particles have aerodynamic characteristics that permit targeted delivery 
of epinephrine to the site(s) of action. 
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L8 ANSWER 2 OF 6 CAPLUS COPYRIGHT 2006 ACS on STN 

TI Encapsulation of sensitive liquid components into a matrix to obtain 
discrete shelf-stable particles 

AB A liquid encapsulant component which contains an active, sensitive 
encapsulant, such as a live microorganism or an enzyme dissolved or 
dispersed in a liquid plasticizer is admixed with a plasticizable matrix 
material. The matrix material is plasticizable by the liquid plasticizer 
and the encapsulation of the active encapsulant is accomplished at a low 
temperature and under low shear conditions. The active component is 
encapsulated and/or embedded in the plasticizable matrix component or 



material in a continuous process to produce discrete, solid particles. 
The liquid content of the liquid encapsulant component provides substantially 
all or completely all of the liquid plasticizer needed to plasticize the 
matrix component to obtain a formable, extrudable, cuttable, mixture or 
dough. Removal of liquid plasticizer prior to extrusion is not needed to 
adjust the viscosity of the mixture for formability. Release of an active 
component from the matrix may be delayed or controlled over time so that 
the active component is delivered when and where it is needed to perform 
its intended function. Controlled release, discrete, solid particles 
which contain an encapsulated and/or embedded component such as a heat 
sensitive or readily oxidizable pharmaceutically , biol., or nutritionally 
active component are continuously produced without substantial destruction 
of the matrix material or encapsulant . 
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TI Embedding and encapsulation of controlled release particles 

AB Controlled release, discrete, solid particles which contain an 

encapsulated and/or embedded component such as a heat sensitive or readily 
oxidizable pharmaceutically, biol., or nutritionally active component are 
continuously produced without substantial destruction of the matrix 
material or encapsulant. A release-rate controlling component is 
incorporated into the matrix to control the rate of release of the 
encapsulant from the particles. The addnl . component may be a hydrophobic 
component or a high water binding capacity component for extending the 
release time. The plasticizable matrix material, such as starch, is 
admixed with at least one plasticizer, such as water, and at least one 



release-rate controlling component under low shear mixing conditions to 
plasticize the plasticizable material without substantially destroying the 
at least one plasticizable material and to obtain a substantially 
homogeneous plasticized mass. The plasticizer content is substantially 
reduced and the temperature of the plasticized mass is substantially reduced 
prior to admixing the plasticized mass with the encapsulant to avoid 
substantial destruction of the encapsulant and to obtain a formable, 
extrudable mixture The mixture is extruded though a die without substantial 
or essentially no expansion and cut into discrete, relatively dense 
particles. Release properties may also be controlled by precoating the 
encapsulant and/or coating the extruded particles with a film-forming 
component . An example of encapsulation of acetylcysteine is given using 
starch, polyethylene, glycerol monostearate , and vegetable oil. 
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TI FIA-f luorimetric determination of adrenaline in pharmaceutical 
formulations by oxidation with molecular oxygen 

AB The fluorimetric determination of adrenaline is carried out in a 

continuous- flow assembly and by the mol . dissolved oxygen. The sample 

solution merges with an NaOH stream, then the resulting mixture is heated at 

73° and led to the flow-cell of the fluorimeter. The flow-assembly 

is very simple and the procedure is quick (107 samples h-1) reproducible 

(R.S.D. 0.6%), selective, and suitable to be applied to determination of 

adrenaline in formulations. Calibrations graph are linear over 

the ranges 0.05-15 and 20-40 mg/L. 
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TI Cleaning compositions for soft and hard contact lenses 

AB The title compns. comprise a suspension of particles of a water-soluble 

compound in a predominantly nonaq., water-miscible organic liquid medium which 
does not dissolve the particles. The compns. are rubbed onto soiled 
contact lenses to remove contaminants, including proteinaceous materials, 
and the cleaned lenses are rinsed with water which dissolves the particles 
and removes all the residue, eliminating any potential eye irritants from 
the lenses. A cleaning composition comprised a suspension of 20 g sucrose 
(particle size 100 \x) in a mixture of water 50, Tween 80 50, and Tween 20 
50 mL. 
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Methods of preparing isotonic solutions by means of graphs or tables on 
the basis of experimentally found iso-osmotic values 

Four graphical and three tabular methods for preparing isotonic aqueous solns . 
are described. New exptl. data is presented for 353 compds . to be used 
for the recommended and most practical of the methods studied for 
isotonicity adjustment. All the methods described may be used in 
practical pharmacy. The graphical methods are more accurate but consume 
more space than the tabular methods . 
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